Over the last decade schizophrenia researchers have turned their attention to earlier identification in the prodromal period of illness. A greater understanding of both risk and protective factors can lead to improved prevention and treatment strategies in this vulnerable population. This research, however, has far-reaching ethical implications. One year follow-up data from 50 individuals who met established criteria for a prodromal state is used to illustrate ethical issues that directly affect clinicians and future research strategies. At 1-year follow-up, the psychotic transition rate was 13%, but it increased in subsequent years with smaller sample sizes. One-half developed an affective psychosis. The converted sample was older ( p > 0.05) than the nonconverted sample and more likely to have a premorbid history of substance abuse, as well as higher clinical ratings on ''subsyndromal'' psychotic items (delusional thinking, suspiciousness, and thought disorder). Despite a lack of conversion, the nonconverted sample remained symptomatic and had a high rate of affective and anxiety disorders with evidence of functional disability. This conversion rate is relatively low compared to similar studies at 1 year. Specific risk factors were identified, but these findings need to be replicated in a larger cohort. By examining the rate of conversion and nonconversion in this sample as an example, we hope to contribute to the discussion of implications for clinical practice and the direction of future research in the schizophrenia prodrome. Finally, our data strengthen the evidence base available to inform the discussion of ethical issues relevant to this important research area.
Introduction
Important aims of schizophrenia research have been not only to learn about the pathogenesis of the illness but also to improve our ability to diagnose early and hence provide early treatment for psychosis. Outcome studies have found an association between the duration of untreated psychosis and poor functional outcome, 1 suggesting the possible toxic effect of psychosis on the brain, 2 but clear causation has not been established. With the potential of making an impact on the course of schizophrenia by intervening early and preventing many of the devastating effects of the illness, greater emphasis in schizophrenia research has been placed on the identification of individuals in the prodromal phase of schizophrenia.
In 1996 Yung, McGorry and their colleagues 3 set up a clinic in Australia to monitor and care for young people considered at a high risk for developing psychosis based on demographic and symptom measures. They selected individuals in an age range that is at higher risk for schizophrenia (14-30 years) who had recently developed subsyndromal psychotic symptoms and/or had a familial risk for schizophrenia plus a recent deterioration in functioning. Using these criteria, Yung et al. reported a 40% conversion rate to psychosis at the end of 1 year. 4 The Australian program inspired the development of similar programs worldwide. [5] [6] [7] [8] [9] [10] [11] [12] [13] These programs are actively engaged in studying individuals at risk for developing psychosis in an effort to learn more about the ''at risk'' states and to assess the predictive power and diagnostic efficiency of the prodromal criteria for the eventual development of schizophrenia.
These prodromal research programs may have farreaching clinical implications. In addition, ethical considerations surrounding prodromal research remain a fundamental concern of investigators worldwide. 6, [14] [15] [16] [17] For example, a number of questions have been raised in terms of how to best identify who is at risk and the potential stigmatization, loss of confidentiality, and insurability problems these individuals may encounter. 15, 18 The base rates for conversion to schizophrenia have not been established in large samples, 15 and the early clinical trials in the at-riskpopulation have beencriticized for having toomany false positives (or subjects who do not convert to schizophrenia) to justify early treatment with antipsychotic agents. 15, 17, 19 The rate of false positives in some studies has been as high as 60-90 %, 4, 5, 9, 16, [20] [21] [22] [23] [24] [25] [26] [27] [28] [29] [30] leading to unfavorable risk-to-benefit ratios in studies with lower conversion rates. The rates of conversion vary across studies, depending on prodromal assessment methods, age of the subjects, sample size, and follow-up time (Table 1) . This false positive group likely includes individuals who fit the ''prodromal'' criteria but were not really destined to convert; those who are truly at risk and are somehow protected or have not had the second ''hit'' necessary to convert but still may develop psychosis in the future. There are also concerns regarding the risks of treating false positive subjects with unnecessary medication 16, 31 and the need for an exit strategy (when or if to ever stop treatment), 15, 32 as well as risks of treating true positives with placebo. 16 Additionally, the heterogeneity of the at-risk samples has raised the question of whether antipsychotics should be the first line of treatment. 15 In a recent review Corcoran, Malaspina, and Hercher 14 note that the negative impact of intervention on the patients' lives will potentially increase in any shift toward a target population that is younger, less symptomatic, or less strictly delineated.
Provocative and convincing arguments have been made for both initiating randomized clinical trials in the at-risk sample and withholding treatment until a more definitive diagnosis is made. 11, [15] [16] [17] 31, 33 It has been argued that we need ''number needed to treat'' data (NNT-the number of patients one needs to treat to prevent one additional bad outcome) from randomized clinical trials to assist patients and families in making informed decisions. 17 With the brewing debate about potential treatment of prodromal subjects in the schizophrenia literature, concern has also been expressed that community clinicians may want to initiate early antipsychotic treatment in at-risk patients before we have definitive NNT data and decrease the pool of potential subjects for clinical trials in which base rates can be determined. 16 Despite the controversy regarding risk/benefits of early interventions for schizophrenia, there are indications that the use of antipsychotics in children and adolescents has been increasing. 34, 35 Additionally, recent marketing by the pharmaceutical industry has advocated the use of atypical antipsychotics for a variety of nonpsychotic conditions such as mood or anxiety disorders. [36] [37] [38] Now clinicians are more willing to use an antipsychotic agent to target a variety of mood, anxiety, or behavioral problems that do not necessarily include psychosis.
The CARE (Cognitive Assessment and Risk Evaluation) program is a National Institute of Mental Healthfunded longitudinal study that is modeled after the program in Australia. One of the primary aims of the CARE program is to improve early identification of psychosis and decrease the false positive rate by also assessing brain-based vulnerability markers for schizophrenia. At-risk subjects in the CARE program receive treatment as usual (both pharmacological and psychosocial) according to presenting symptoms and are not participating in a clinical trial. The current report assesses the clinical and demographic data of 50 subjects enrolled in the CARE program at the end of 1 year. Comparisons are made between those individuals who had converted to psychosis and those who had not. Given the high false positive rate of this population in published reports, another objective was to further assess those individuals who did not convert to psychosis. The plan was to develop hypotheses as to why this population initially fit the prodromal criteria and did not convert to psychosis and to determine whether it is possible to identify factors that protected them or delayed conversion. Additionally, by examining the rate of conversion and nonconversion in this sample of individuals, we hope to contribute to the discussion of implications for clinical practice and the direction of future research in the schizophrenia prodrome. Finally, our data can serve to strengthen the evidence base available to inform the discussion of empirical ethics regarding this important area of research.
Method
A full description of the CARE program is detailed in a recent review. 39 Fifty individuals (29 males and 21 females) between the ages of 12 and 30 were considered at risk for schizophrenia based on published criteria. The mean age of the sample was 18.7 years (range 12-30), and mean education was 10.8 years (range 6-16). Clinical and demographic information from a larger sample of 62 individuals, some of whom have not been followed for 1 year, is reported in the review article. 39 The procedure of this study was fully explained to all subjects and/or their legal guardians. All subjects signed informed consent (or assent with parental consent if under age 18) (IRB# 030829). At-risk subjects were not told that they were specifically at risk for schizophrenia or psychosis but were presented with a broad differential diagnosis with a focus on presenting symptoms. It was made clear that they had been referred to the study because they had had changes in their thoughts, behavior, or emotions and that the research program was specifically interested in problems experienced by young people. They were told that the study was designed to understand more about the difficulties they were having and to provide support and education to them and their families. Past medical and school records were requested with consent. Subjects were also asked to identify a family informant to provide family history information, also with appropriate consent. Subjects were re-consented on a biannual basis after yearly institutional review board (IRB) reviews. At intake all potential at-risk subjects received a comprehensive clinical assessment and were reassessed at monthly intervals for 1 year. Any subject who needed psychiatric care during the course of the study was provided treatment regardless of their funding status. Some subjects were Risk and Protection in Prodromal Schizophrenia referred to outpatient clinics, and others already had a treating psychiatrist.
Recruitment and Assessment
We have a referral network in place in the city of San Diego that involves regular outreach and education. All potential participants were screened for possible exclusions (neurological illness, psychotic diagnosis) then interviewed using the Structured Interview for Prodromal Syndromes (SIPS) 9 to determine whether they met entry criteria for a putative prodromal state (since this diagnosis can only truly be made retrospectively), according to the Criteria of Prodrome Syndromes (COPS) from the SIPS, as well as the CARE, prodromal criteria. 39 Both sets of criteria include a Brief Intermittent Psychotic Symptom Syndrome, an Attenuated Positive Symptom Syndrome, and a Genetic Risk and Deterioration Syndrome that all require a recent onset of symptoms and/or functional deterioration. The CARE prodromal criteria use the same symptom severity criteria from the COPS but differ slightly in the frequency and duration of symptoms, as well as in the degree of functional decline (any decline in functioning per CARE versus a 30% drop in Global Assessment of Functioning (GAF) score required by the COPS) in the Genetic Risk and Deterioration Prodromal Syndrome. Axis I disorders were assessed using the Structured Clinical Interview for DSM-IV 40 or the Schedule for Affective Disorders and Schizophrenia for School-Age Children: Present and Lifetime Version (K-SADS), 41 and symptoms were assessed using the Schedules for Negative and Positive Symptoms 42, 43 (SANS/SAPS) Brief Psychiatric Rating Scale (BPRS). 44 The Structured Interview for DSM-IV Personality Disorders 45 was used to assess Axis II disorders, and the Family History Research Diagnostic Criteria 46 was used to assess family history of mental disorders.
Statistical Analyses
The dependent variable in the analysis was conversion to psychosis as defined by the Psychotic Syndrome criteria of the SIPS. Comparisons were made between those individuals who had converted to psychosis and those who had not at 1 year. A Kaplan-Meier Survival Analysis was performed to assess rate of conversion. Appropriate parametric or nonparametric analyses were performed to compare clinical and demographic variables between groups to identify risk factors for conversion to psychosis and potential protective factors. Additional exploratory analyses were performed to characterize the group of individuals who have not converted to psychosis.
Results

Follow-Up Assessment of At-Risk Subjects
At 1-year assessment, 20% of the original at-risk sample was lost to follow-up, and 15% had made the transition to psychosis (see Figure 1) . Using a Kaplan-Meier Survival Analysis, the transition rate was 0.13 (SEM = 0.05) at 1 year (see Figure 2 ). Of those who became psychotic, 50% met DSM-IV criteria for schizophrenia, and 50% met criteria for bipolar disorder or schizoaffective disorderbipolar type. One-half of the individuals who converted to psychosis did so within the first 4 weeks of the study, while the remainder made the conversion between 6 months and 1 year (mean 25. 
Conversion to Psychosis
Baseline clinical and demographic variables were compared in order to identify predictors of a psychotic diagnosis at 1-year follow-up (see Table 2 ). The converted versus the nonconverted samples did not statistically differ in age, but the converted group had a mean age of 1.2 years greater than the nonconverted. All but one of the individuals who converted to psychosis were over 20 years of age. The converted group was more likely to have taken an antipsychotic agent, less likely to have a family history of psychosis in a first-degree relative, and more likely to have a history of substance abuse or dependence than the nonconverted group. The converted group also had higher clinical ratings at baseline on the SIPS positive items, SAPS, and BPRS than did the nonconverted group. Measures of delusional-like experiences, suspiciousness, and thought disorder on each of the scales best differentiated the converted from the nonconverted sample.
''False Positive Group''
Of the 34 subjects who had not converted to psychosis at 1 year, 26 were seen in a face-to-face follow-up interview, while 8 were contacted and interviewed by phone, and it was determined that they had not converted to psychosis. Of the subjects who were interviewed in person, 6 no longer met CARE criteria for a prodromal state. Of the 6 who no longer met CARE criteria at 1 year, 2 did not have an Axis I disorder, and 4 met DSM-IV criteria for major depression, social phobia, attention deficit disorder, and/or bipolar disorder. One subject without a clear Axis I disorder had intermittently met ''prodromal criteria'' throughout the year, did not receive pharmacologic treatment, and did not have symptoms that met severity threshold at 1 year. The other 5 subjects who no longer met CARE criteria had been on psychotropic medication (eg, antidepressant or mood stabilizer) during the last year, including 1 subject who had been on an antipsychotic since entry into the study. Of the 20 subjects who still met CARE prodromal criteria at follow-up, 60% had subsyndromal psychotic symptoms that met inclusion criteria for the Attenuated Positive Symptom Group; 55% met criteria for schizotypal personality disorder, and 25% had a first-degree relative with schizophrenia, which put them in the Genetic Risk and Deterioration group. In terms of DSM-IV Axis I disorders, 20% had no Axis I disorder, 45% were diagnosed with a mood disorder (major depression, dysthymia, bipolar disorder, or mood disorder not otherwise specified [NOS] ) and 30% were diagnosed with an anxiety disorder (panic disorder, social phobia, obsessivecompulsive disorder, or anxiety disorder NOS). Thirty percent were receiving psychotropic medication (including antidepressants, benzodiazepines, and mood stabilizers but no antipsychotics), while 70% were unmedicated.
Discussion
In the current sample of individuals who were defined as at risk for psychosis based on clinical presentation, familial history of schizophrenia, and functional decline, there was a 13% risk of transition to psychosis within the first year. One-half developed schizophrenia, and one-half developed an affective psychosis. Individuals who had a greater severity of subsyndromal psychotic symptoms and had a history of drug abuse were more likely to make the conversion. This conversion rate is lower than some but not all published reports using similar entry criteria and may be related to the relatively young age of our sample (mean age 18.7) compared to other samples. 5, 9, 28 Furthermore, the rate of conversion will likely be higher after 2 to 3 years. It is also possible that the ongoing support and monthly follow-up offered by the CARE program is reducing the rate of conversion.
Further analysis of ''false positive'' subjects, who had not converted to psychosis at 1-year follow-up, revealed that the majority remained symptomatic, despite not having developed full-blown psychosis. It is possible that mood or anxiety symptoms may have ''masqueraded'' as subsyndromal psychotic symptoms in some participants, who, with appropriate treatment (both pharmacologic and psychosocial) experienced symptom resolution. Conversely, it is possible that mood stabilizers provided a neuroprotective effect in the at-risk group and perhaps prevented the onset of psychosis.
Our results thus demonstrate the heterogeneous presentation of individuals identified using current ''prodromal'' criteria and support the notion that those thereby identified as at risk may benefit from early intervention. 31 Because this was not a controlled treatment study, and all subjects received symptom-based treatment according to the standard of care, it is not possible to assess whether one treatment was superior over another. Instead, it appears clear that ''one size does not fit all'' when it comes to treating individuals identified as at risk for psychosis.
The relatively low conversion rate, the heterogeneous nature of the at-risk population, the small sample size of the converted group, and the lack of specificity for schizophrenia in this sample clearly limit interpretation of risk factors for psychosis in general and the ability to analyze important issues like specificity of psychotic diagnosis (affective disorder versus schizophrenia). Therefore, these findings need to be replicated in a larger sample with sufficient power to adequately interpret the results. Since clinicians use the information generated by studies such as this to assist with early identification and treatment of at-risk youth, it is essential that results be reported accurately and not overinterpreted.
Clinical and Ethical Implications
In other branches of medicine, if doctors can identify persons who are at high risk for developing a disease, they may recommend prophylactic medication to prevent the disease. The Framingham Heart Study identified risk factors for coronary heart disease and developed an algorithm based on demographic variables ( of risk factors present) and potential benefit from primary prevention efforts targeting specific risk factors such as high blood pressure and/or serum cholesterol. In general, the guidelines state that risk factors are multiplicative; risk is highest in subjects with several risk factors; and specific drug therapy should only be initiated if absolute risk exceeds a certain threshold. Similarly, when an individual presents with characteristics of prodromal schizophrenia, the clinician has to consider intervention by assessing demographic, clinical, and familial risk for the illness. In making this decision, several clinical and ethical dilemmas arise when treating the adolescent and young adult population. Because the recipients of the treatment are often minors (hence lacking legal competency and possibly lacking psychological capacity to consent), 48 the physician must take on an active role in guiding treatment. The treatments are expensive and have newly discovered side effects (eg, weight gain and metabolic syndrome associated with antipsychotics) 49 and potential risks (eg, higher rate of suicidal ideation reported with selective serotonin reuptake inhibitors) 50 . The probability of actually developing schizophrenia in any individual is unknown (but may be extrapolated from some knowledge of the group), and it is likely that at least 50% will not develop schizophrenia. Optimal treatment therefore requires consideration of both clinical and ethical dimensions of decision making.
The ethical issues, clearly and thoroughly articulated recently by Corcoran, Malaspina, and Hercher, 14 are multifaceted. They stem from tensions among basic ethical principles, such as balancing patient autonomy and provision of information necessary for informed consent, with beneficent concerns related to labeling a young person as ''at risk'' for psychosis. For instance, many are concerned about the potential for stigmatization, loss of confidentiality, and, theoretically at least, the potential for consequent uninsurability or discrimination in school or workplace settings.
14 Moreover, given the ethical gray zones surrounding adolescent decision making, 51 the issues become even more complex: Who should be given information? How should this information be provided? What special precautions should be taken? Furthermore, these cases go beyond simple diagnostic difficulty, as clinicians must try to mingle their knowledge base of prodromal schizophrenia, their attention to ethical and legal standards of informed consent, their sensitivity to cultural considerations (eg, with respect to values and preferences around psychoeducation and decision making), and their psychiatric professionalism into a cohesive and highly ethical diagnostic and treatment plan. This is not an easy proposition, and schizophrenia researchers, in turn, must be wary of proposing easy solutions or simple treatment recipes. As schizophrenia investigators have turned their attention in the last decade not only to the treatment of established cases of schizophrenia but also to the earlier identification of potential cases of schizophrenia, consideration of prophylactic treatment has become a reality. Pharmacologic studies have been undertaken with initially favorable results. 25, 52 Given the excitement generated by the prospect of intervening early in the course of schizophrenia, many clinicians are more willing to consider early treatment with agents such as antipsychotics in the hope of preventing a psychotic break. Recent marketing by the pharmaceutical industry has advocated the use of atypical antipsychotics for a variety of nonpsychotic conditions such as mood or anxiety disorders, and clinicians may be more willing to use an antipsychotic agent to target any of the symptom dimensions. Based on the results of our study, however, we suggest a more conservative approach to addressing treatment in this heterogeneous sample of help-seeking individuals. Importantly, this approach cannot be characterized as ''one size fits all.'' Instead, similar to treatment guidelines for other major disorders in medicine, it must be tailored to the individual's presenting symptoms and risk factors (see Table 3 ).
Limitations in Current Research
An important aim of research into the schizophrenia prodrome should be to identify which combination of various risk factors can best identify individuals who are presently free of the overt disease but who would, in the future, develop the disease. Ideally, the methodology would be sensitive (pick up most of the potential cases) and specific (pick up cases that would develop schizophrenia, rather than other problems). To date, prodromal research has generated mixed results using the current model that relies on demographic variables, symptoms, and family history. The reported sensitivity and specificity of prodromal criteria are relatively high in some but not all reports, suggesting that we now have some capacity, albeit imperfect, to identify future cases. Of the future cases that are accurately predicted, only a portion goes on to develop schizophrenia rather than affective psychosis. Our current methodology is thus somewhat specific to psychosis but not necessarily schizophrenia.
One possible means of increasing the predictive power of current methods is to identify brain-based neurobiological markers that tap into vulnerability for psychosis and specifically schizophrenia. 7, 39, 53 A number of potential endophenotypes for schizophrenia, including psychophysiological, neurocognitive, and neuroimaging measures, have shown promising preliminary results in predicting later psychosis. 10, 12, 13, [54] [55] [56] [57] [58] Additionally, with the rapid advances in the field of genetics, it may also be possible to identify genetic markers that can assist in predicting subgroups at risk for schizophrenia, 13 much like the identified genes for specific types of breast cancer 59 or early onset Alzheimer disease.
One difficulty in the current state of prodromal schizophrenia research is that the sample sizes are often too small, with insufficient power, to reliably answer questions and draw conclusions from the data. Underpowered research studies raise ethical issues in and of themselves. 61 Asking individuals to enroll in research with unclear risks and benefits also must be evaluated in the context of prodromal research. Potential risk factors for conversion can be identified in the individual studies, but it is more difficult to assess risk for subgroups within the sample, such as affective versus schizophreniform psychosis.
Suggested Directions for Future Research
Large-scale collaborative efforts with sufficient power to truly answer these important questions are clearly needed. Only with sufficient power to predict risk will it be possible to develop an algorithm (similar to the Framingham Heart Study) for determining how many, what type, and at what threshold risk factors require intervention. Once an algorithm for risk has been established, then prophylactic or preventive treatment can more systematically be administered. Further basic science research that investigates the neuroprotective effect of various agents such as omega fatty acids, lithium, selective serotonin reuptake inhibitors, antipsychotics, or glycine compounds may direct clinical researchers toward reasonable agents to use prophylactically in an at-risk population. 17 Additionally, translational studies utilizing neurodevelopmental models and similar neurobiological methods may help to further specify treatments that might be indicated for subgroups with physiological impairments or functional brain changes.
Clinical studies of potential protective effects of atypical antipsychotics in first-episode schizophrenia represent an important direction for the field. Nonetheless, large-scale studies of antipsychotics in ''prodromal schizophrenia'' samples are premature, given the lack of specificity and the heterogeneous nature of the samples. It is also essential that researchers present results of ongoing trials in prodromal and first-episode samples in an accurate and contextually appropriate manner. 62 Ethical standards must be maintained as the possibility of pharmaceutical interventions are explored. 63 Careful planning before the trial begins can reduce the chances of biased results and erroneously negative results. 31, 64 Positive results in such trials are likely to have a large influence on the practice of clinicians who work with at-risk populations and will no doubt affect pharmaceutical marketing. Data from properly executed trials should be made available, including negative results that are often not reported and receive less interest from authors, editors, and sponsors than positive findings. 64 
Conclusions
The study of the schizophrenia prodrome offers the potential for early intervention and possible prevention of the illness, but the research remains challenging on multiple dimensions. The population at risk for schizophrenia that is identified based on established criteria is help-seeking and presents a heterogeneous clinical Presenting symptoms could be an emerging anxiety, affective, or substance abuse disorder. Other metabolic, endocrine, or neurological causes need to be ruled out.
Psychoeducation regarding the presenting symptoms and risk of ongoing substance abuse.
Education for the patient and family regarding the potential risks and symptoms to watch out for should be presented in a reassuring and nonstigmatizing manner. The use of substances can cloud the clinical picture and may provide a second ''hit,'' triggering a vulnerable person to become psychotic.
Psychosocial treatment, including crisis intervention, reduction of stress and ongoing support related to family, peer, or school/work problems. Also consider Cognitive Behavioral Therapy (CBT) to target specific symptoms.
Observed symptoms may be transient and in part related to developmental challenges in adolescence and young adulthood. Supportive approaches that include ongoing assessment of symptoms and stressors will help to reduce the intensity of symptoms.
Pharmacologic intervention should target the presenting symptoms.
Keep in mind the differential diagnosis when considering the addition of medication. Consider the use of mood stabilizers (ie, lithium or valproic acid), antidepressants, or short-term use of benzodiazepines prior to the use of antipsychotic agents if mood or anxiety disorders are prominent. Consider a brief trial with antipsychotics to target worsening subsyndromal psychotic symptoms if the above intervention is not effective. Long-term use of antipsychotics should be reserved for established diagnoses of DSM-IV psychotic disorders.
picture. Current criteria, based on demographic and clinical features, are not yet sensitive enough to reliably predict future psychosis, nor are we able to predict future schizophrenia versus other Axis I disorders. Clinical and research implications of this field of research intersect in several ways with ethical considerations. First, the research has not reached a point where it can optimally inform clinicians faced with these complex patients. We have stressed that a ''one size fits all'' approach is not warranted. Instead, clinicians must still rely on a detailed assessment that includes knowledge of the intricacies of a differential diagnosis and longitudinal follow-up to determine the best course of treatment. Careful and sensitive psychoeducation, particularly with regard to the effects of substance use, is also vital.
As the promise of the Human Genome Project and other important large-scale genomic research projects is finally being fulfilled, some predict that these advances will enable clinicians, in the not too distant future, to pinpoint with a high degree of accuracy those people who are at very high risk for the development of neuropsychiatric disorders. Moreover, research on gene expression and effects on functioning and behavior may eventually allow clinicians to truly individualize treatments based on a person's neurobiological characteristics as determined by sensitive genetic tests. New ethical issues-some of which will certainly overlap with those described previously in the literature-will continue to emerge as this exciting research moves forward. Until that time, however, as the work presented in this article helps to demonstrate, consideration of the ethical implications of cutting-edge predictive psychiatric genetic and diagnostic research must take into account the variability in the accuracy of current diagnostic and predictive techniques, in order to avoid inappropriate stigmatization, inaccurate identification of risk patterns, potentially unwarranted treatment, and other unintended consequences.
